PRINCIPLE OF THE TEST 

The diaDexus PLAC™ test is based on the principle of a sandwich enzyme 
immunoassay using two specific monoclonal antibodies, which has been cleared 
by the FDA as an aid in predicting risk for coronary heart disease. The assay 
system utilizes monoclonal anti-Lp-PLA2 antibody for solid phase immobilization 
on the microtiter stripwells. The test sample is first diluted with the sample diluent 
and incubated at 2-8°C for 60 minutes and then allowed to react with the 
immobilized monoclonal antibody in the reaction well at 2-8°C for 90 minutes. 
The wells are washed with distilled water to remove any unbound antigen. A 
second monoclonal anti-Lp-PLA2 antibody labeled with the enzyme horseradish 
peroxidase (HRP), is then added and reacted with the immobilized antigen at 2- 
8°C for 60 minutes, resulting in the Lp-PLA2 molecules being captured between 
the solid phase and the enzyme-labeled antibodies. After the wells are washed 
with distilled water, tetramethylbenzidine (TMB) is then added and incubated at 
2-8°C for 20 minutes resulting in the development of a blue color. Color 
development is stopped with the addition of Stop Solution, changing the color to 
yellow. The absorbance of the enzymatic turnover of the substrate is determined 
spectrophotometrically at 450 nm and is directly proportional to the concentration 
of Lp-PLA2 present. A set of Lp-PLA2 Calibrators is used to plot a standard 
curve of absorbance versus Lp-PLA2 concentration from which the Lp-PLA2 
concentration in the test sample can be determined. 

EXPECTED VALUES 

Samples from apparently healthy males (n=251) and apparently healthy females 
(n=174), in the clinically relevant age range of 40-70 years, were evaluated with 
the diaDexus PLAC™ test. The reference population was represented by the 
following ethnic backgrounds: African-American n = 26, Caucasian n = 390, 
Hispanic n = 8, not specified n = 1. The reference interval calculated from the 
samples (central 90%) was found to be 120-342 ng/mL for females and 131-376 
ng/mL for males. These ranges are provided as guidelines only. Each laboratory 
should establish its own reference intervals. Guidance for establishing reference 
intervals may be found in NCCLS Standard C28-A2 (“How to Define and 
Determine Reference Intervals in the Clinical Laboratory; Approved Guideline - 
Second Edition’). 

Clinical Interpretation 

Lp-PLA2 levels should be interpreted in conjunction with clinical findings and 
other diagnostic tests, specifically, LDL results. This test does not replace blood 
cholesterol tests or replace other traditional risk factors identified for coronary 
heart disease. 
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3.3.1.28.4.2 Secondary Variables 

8.4.2,1 Lipoprotein-Associated Phospholipase A 2 (Lp-PLA 2 ) 

Lipoprotein-associated phospholipase A 2 . is described as a proatherogenic agent that secreted by 
macrophages prevailing in atherosclerotic lesions.[Hakkinen, 1999 #8281[Hurt-Camejo, 2000 #1113] 
Owing to the ability to hydrolyze platelet activating factor, which gave birth to the synonym of 
“platelet activating factor acetylhydrolase” (PAF-AH), anti-inflammatory properties of the compound 
are also discussed. [Prescott, 2000 #990]LQstermann, 1988 #1143] 

Moreover, its expression is reduced by pro inflammatory mediators such as 1L-1, IL-8, TNF-0C, INF-y, 
and LPS.LHoward, 1997 #llll][Narahara, 1993 #1137][Narahara, 1993 #1138][Narahara, 1993 
#1 l39][Cao, 1998 #1076] 

Inhibition of Lp-PLA 2 , however, significantly reduces plaque development in the Watanabe heritable 
hypetlipidemic rabbit. [Benson, 2000 #787] Clinically, PAF-AH is reported to be a separate marker for 
the risk of coronary heart disease in most of the studies. [Packard, 2000 #844][B\ake, 2001 #822; 
Caslake, 2000 #824; Hurt-Camejo, 2001 #831][Hurt-Camejo, 2000 #1113][Tsimihodmios, 2002 
#842][Hakkinen, 1999 #828]LYamada, 1998 #991][Graham, 1992 #1097][Kugiyama, 1999 
#1124][Leitinger, 1999 #1128][Ostermann, 1988 #1143][Witztum, 1998 #1183] However, in one trial 
including 72 subjects in whom coronary angiography was performed no increased levels were 
documented in those with premature disease[Sbohet, 1999 #1162] 

In man, PAF-AH is weakly related to fibrinogen, not associated with white blood cell count and 
hs-CRP [Packard, 2000 #844], elevated in stroke patlents[Satob, 1992 #1157], and statistically 
independent from the classic risk factors of coronary heart disease such as standard lipid parameters 
including LDL, which hosts 80% of the Lp-PLAo in plasma.[Caslake, 2000 #824] PAF-AH plasma 
levels, however, were reduced in acute myocardial infarction[Serebmany, 1998 #1160][Stephens, 1993 
#1166][St.John, 1994 #1262] and secondary to lipid lowering therapy of hyperlipidemia Fredrickson 
Ila and lib with HMG-CoA-reductase inhibitor atorvastatinTsimibodimos 2002 and lovastatin. [Guerra, 
1997 #1099] 

PAF-AH may also be the expression of the G 994 —>T mutation reflecting a genetic determinant of 
coronary artery disease.[Yamada, 2000 #992] 

At present (Summer 2003), however, one study shows any influence by smoking status [Packard, 2000 
#844] whereas otherslmaizumi detected significantly (p< 0.05) higher levels in smokers compared to 
— P o -ty 


PM3006731384 


Source: https://www.industrydocuments.ucsf.edu/docs/jxvj0001 



